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This file contiins E pages

ADDENDUM TITT.E PAGE

PMN FILE NUMBER - o I

N
ADDENDUM LETTER ,h
DATE 8-RR-90

THE BECZT COPILES AVAILABLE WERE USED FOR THIS FILE

The documents included on this addendum fiche were
received after the original PMN file was filmed.

Addenda are indexed and filmed several times a year.
They are filed behind the original file fiche.

s e AN
Center sta € document you are

ooking for is not included in the PMN file or any of
its addenda.

Addendum prepared by: (L.JG

Document Processing Center (DPC)

corifidential Business Information Center (CBIC)
information Control Section (ICS)

Chemical Information Branch (CIB)

Information Managerment Division (IMD)

Office of Toxic Subtances (OTS)
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lApril 12, 1990 v LHZ“

Ms. Cathy Fehrenbacher
U.S. Environmental Protection Agency

Mail Code TS 779
401 M Street SW
Washington, DC 20460

RC: PMN P89-632

3%:€ Hd 92 4dv g
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Dear Ms. Fehrenbacher:

Thank you for taking the time to consider my question regarding
the protective clothing recommendations for our product (P89-632).
As we discussed, it appears that TYVEK would be a suitable
material for protective clothing to use against dermal exposure to
this product. This was based on information taken from the TYVEK

0.5 »» m and

bulletin (greater than 99% exclusion of particles
and on EPA's assessment of risk as indicated in the consent

above )
PB9-632. In the consent order it was stated that

order for
absorption via the dermal route was expected to be poor. Based

upon this information you concurred that TYVEK would be a suitable
material to protect workers against exposure to this product.

Thank you again for providing assistance in this matter. If you

have iny comments pleas: let me know.

8§ EPA-OTS
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

m ’o m OFFICE OF

FPESVICIDES AND TOXIC SUBSTANCES

Re:P89-632

The Environmental Protection Agency (EPA) has reviewed the
submitted protocols for a 14-day range finding study and S0-day
subchronic oral feeding study on the chemical substance described
in premanufacture notice (PMN) P-89-632. EPA's comments and
recommendations cn the proposed protocols are designed to avoid
potential problems so that the results of the studies will be
scientifically valid test data. Under no circumstance does
approval of the test prctocol mean pre-acceptance of test
results. The following are EPA's comments on the study:

The protocols do not contain any provisions for
immunotoxicity or testicular toxicity testing, as specified in
the consent order. The following tests should be added co the
pictocols to meet the requirements:

o Preservation, gross pathological and histopathological
examination of the sternum with bone marrow, thymus, spleen, a
representative lumph node, testes and epididymides.

© Determination of the cellularity of the bone uwarrow, thymus
and spleen.

© De*ermination of the absolute and relative weights of the
thymus, spleen and testes.

2 Leukocyte differential count.

Tw> g#dditional changes in the protocols should be made:

-

© 6. 3ing of the sperm should be conducted in all male animals
ia tha 90-day study.

¢ The 90-day study should state that the lungs will be weighed
24 preserved by perfusion with a fixative. 8 EPA-OTS
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If you have any questions or comments, plezse cortact Rona
Birnbaum, the Program Manager assigned to this PMN, at (202) 245-
4142.

Sincerely,

T
j .--t\-lr LE
|/ Rose Allison
Section Chief
New Chemicals Branch

[
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29 1989

Enc’psed are two originals of pages 22 and 24 of the Consent
Order for P-89-632. They contain the corrections we discussed on
t'e ‘elephone. Page 22 was corrected to read "completel in
tha poiyner NN =eviacing m’ e
typo on page 24 was correcte O rea e effect of this
Distribution section" replacing "the effect of this Testing
section.™

Please replace the previous pages with the new ones in both
original copies of the Consent Order. Thank you for your
cooperation. Feel free to call me with any further questions you
may have.

Sincerely,

] — r

Rona Birnbaum, Program Manager
New Chemicals Branch
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$lides of tissnan listed in Appendix B (under Kicrescopic Examination) will
Be prepazed and sxamined mictaacopically for all animals in the centrel and
high-dose groupe sacrificed afver 3 months of treatme=t. H#lidea of lungs,
1iver, kidneys and say target organs/tissuss identified by avaluasiona of
high-dose snimals will be sxemined for lov- and mid-dose animsla, Target
orgens will be designated by the Study Director, Pathologist snd/or Epenser
based on sxperimental findings; asuthozisation will be obtained frem she
Spenser prier to performing examinations, Hote! Any ednozmalities net
noted during gross postaortenm exasminationa which are seen ducing
histologlosl proceseing will be recozded. Exsminations of all gress
lesfions and target tissues ir the low- and mid.dosa groups wiil be
parformed av additional gost., Authorization of the aspensor will be
obtained prier te the eveluation of lev- and mid-.doss target tisauas.

Tissues frem recovery animels will not be evaluated unless authovised by
ths sponaor (additional cost).

ALl tispus sactions, inocluding those of the testes, .ﬂldtd{rl‘ll and

overien, vill be axamined for the pressnce of microscopically visibls
morphologlc abnormalicies. Whan applicable, these will be graded en o
scale of 1-5. This grading system veflects & subjective assessmenu of the
dagree to vhich & specifiec section of tiseue {p lovolved; in dvent of
Buleiple sections, the grading L{s based upon a somposite ssamasascs. The
verious severity grades used ars generally defined as the approgimate
vercantage of the tissue section involved: thesa are as follows: o

-

i

- ‘minimsl)  up to 2% o EPA-OTS
1 (sodatate) from 101 - 308 HuRERRRERa
4- (warked) frem 30% - 70% 001000L08A

5- (extreme) over 70% - e
SOAOLONTYS . &

This grading eystes is furthar axpanded te indicate that tha findfd);
" focal, multifecsl or difuss in diatribution. Fer all paized organs, she

unilateral or bilecersl eccurrense of £indings is also noted, A"

B0 Ldido38 LNIWIud

Bagavdiog the testes, mictoscopic eveluation will include an sssesement. of
‘- the relatienships betwesn spermetogania, spermatooytes, spefnatida and
" sharmacegon aeen in cross sections of the seminifereous tudules.  The
‘' progression of these cellular asscciations define the eyels of

spermasogendsis. Alteraticns in these cell of the normal spetruwategenie

eyala. Tz additlen, the teates will be examined for the prasense of
dagsser<tiva changes--e.§., vacuolisation of the gexminal epitheliua,
mult’ sualeated glant cells, a degresse {n the thicknass of the gersinal
spithellum, a preponderance of Bartoll cells, sparm atasis, (uflammatory
cshanges, mineralicstion and fibresia. The variabla degress eof arrest of
the spermatoganic oyele and the dagenezative changes will be graded as

* ‘praviously stated. comumtticl 000005




POSTMORTEN - eeptinued:
¢. Hisgepathelesieal Evaluatiops:

Regavding the spididymides, spacial attention vill ba given to the zelative
mmbers of spermatosca and the pressnce or absenge of degenerated seninal
product (csllulgr dedbris) within the tubular lumens. Findings in the
spididysides should reflect thesw ssen in the testes, Keryhelogle
sbnormalities sasn in the ep’didymides will be graded as praviously steted.

In the ovaries, special actancion will be given to tha pressass of ceaytes,
folliclas and corpora lutea regarding their numbay and size in exder te
axcertein the progression of thefir normal davelopment. Abnermalities in
their developmant as well as any dsgensrative shanges, atratric folliclms
or other findings will ba noced and graded as previously deseribed.

Tha procedures dsascribed hers for the postnortam sxaminavien ol tissues and
organs, including thoss of the reproductive systas, have been used

sucosssfully to identify morphologic abnormalitiss vhich ocour sporadicslly
as well a4 those inducad by a wida variety of tast arszieles.

Beaina:

Homatoxylin and ecain. Other appropriate stains say ba ilpltild At the

éiscretion of the study pathologist (additional cest)

olloving
consultation with the sponwos.

All dats documsnting experisental decails and study proecadures and cbsarvations
will ba recordsd and wainctalned &5 raw dacta,

At the completion of the study, all reporta, xaw date, pressczved specisens and
retained sasples will be maintained in the Bio/dynsmice, Ine. Archives for a
period of one ysar after submiseion of the signed final report.

Approximatsly one year after the Lssuance of the final report the spomser will
%8 contacted in order to determine the final dispostien of thess matexiels.
The sponaor {s responsible for all coet associated with the storags of thass
saceriala bayond ons ysar from the Lssuance of the final report and for any
soses associatad with the shipaent of thess saterials to the sponsor or te any
other facility designated by the sponsor,

- SZATISTICAL NVALUATIONS |
The following items will ba analysed statistically im the final repert:

méan body weight valuss and body weight changsa (from pretest)

wean food consumption .alues (presented as graus of foo of
veight/day) e

wean clinfesl leboratoery valuae 00000 6

mean terminal organ weights, organ/body weight ratics and
organ/brain veight ratios “ e A 2ia VA
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CERTIFICATE OF AUTHENTICITY

THIS IS° TO CERTIFY that the nicroisages appearing on this
niecrefiche are accurats and complete reprodustions of ths records
uf U.S. Environmental Protactiasn Agency documents as praparsd in
the regular course of business for microfilaing.

Date Producad zz‘/l/ Camars Opers '/

?lace: Jdashingeton D.C.

COMPFUTER SCIENCES CORPORATION
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